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[Title of Invention] 

ALKYLBENZENE derivatives and its medicines 

[Claims] 
Claim 1: 

A reverse transcriptase inhibitor having an alkylbenzene 
derivative or its salt as the active ingredient that is indicated 
by the following general formula: 

(In the formula, R' means alkyl group or alkenyl group having 5 to 
25 carbons . 

R a means a hydrogen atom or hydbraxyl group* and mean the 

same of a different hydrogen atom, hydroxyl group, low alkoxy 
group, phenyl low alkoxy group, low alkanoyloxy group or phosphoric 

o 

acid residue <-o-p<?* } 

OH 

But, one otTT^'or R^is a group other than a hydrogen atom.) 
Claim 2: 

An alkylbenzene derivative or its salt that is selected from 
groups consisting of a compound indicated by the following 
formulas : 




(C) k'-O-c*-** 



(d) 



(e) *£>«v-«- 
R - 

and 

o 

(f) ^^CH.-^ 



(In the formulas, Rr means an alkyl group having 5 to 13 and 15 to 
25 carbons. and R* mean the same or a different low alkoxy 

group. R* means an alkyl group having 10 to 25 carbons. R* means 
a phenyl low alkoxy group. R'* means an alkyl group having 17 to 25 
carbons. R" means an alkyl group having 10 to 25 carbons. R'* means 
either a hydrogen atom or a hydroxyl group) 
[ Detailed Explanation of the Invention] 
Eield o^Industrial Application * 

This invention concerns a medicine. More specifically, this 
invention concerns a reverse transcriptase having an alkylbenzene 
derivative or its salt as the active ingredient indicated by the 
following general formula: 

(In the formula, R' means alkyl group or alkenyl group having 5 to 

25 carbons. R* means a hydrogen atom or hydroxy 1 group. R* and R? 

mean che same of a different hydrogen atom, hydroxyl group, low 

alkoxy group, phenyl low alkoxy group, low alkanoyloxy group or 

o 

phosphoric acid residue c -o-f<J£ ) 

But, one of or R**Ls a group other than a hydrogen atom.) 
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Prior Art Technology an d Problems- 

The following, having pathogenicity, [e.g., a human 
immunodeficienc virus (HIV) of an acquired immune deficiency 
syndrome (AIDS) and a (HIV) of (ATL) . etc.] are known as among a 
retro-virus which is a spheroidal virus having (rna) as a gene. 
However, whether or not as an effective curative means to diseases 
caused by these viruses has not yet been settled. 

The objective of this invention is to offer an effective 
reverse transcriptase (which poses an obstacle to the propagation 
of retro-virus and the virus infectious bacteria) as the treatment 
agent of disease by these viruses. 
Means for Resolving P-roiyf an^ . 

More specifically, this invention is a reverse transcriptase 
having an alkylbenzene derivative or its salt as the active 
ingredient indicated by the aforesaid general formula. 

In the definition of the general formula group of this 
invention, an alkyl group having either a straight or a branch 
chain having 5 to 25 carbons is the alkyl group having 5 to 25 
carbons. For example, there is a bentyl group, hexyl group, heptyl 
group, oxtyl group, nonyl group, decyl group, dodecyl group, 
tetradecyl, group pentadecyl group, octadecyl group, nonadecyl 
group, dococyl group, tricocyl group, pentacocyl group, isopentyl 
group, 2-methylpentyl group, 3-methyloctyl group, 4 -ethyl nonyl 
group, 5 -ethyl tetradecyl group, and 2 -methyl -3 -ethyl octadecyl 
group, etc. In addition, a 2-pentenyl group, 3-hexenyl group, 4- 
heptenyl group, 5-decenyl group, 6-tetradecenyl group, 7- 
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octadecenyl group, 8-nonadecenyl group, 2-methyl-3-hexenyl group, 
and 3-ethyl-9-nonadecenyl group, etc. are the alkanvl group having 
5 to 25 carbons. These alkyl groups or alkenyl groups having 14 to 
18 carbons are especially preferred. 

A straight or a branch alkoxy group having 1 to 5 carbons is 
the Iqw frlkpxy group. For example, there is a methoxy group, 
ethoxy gro-up, proboxy group, butoxy group, penyloxy group, 
isoporboxy group, isoputoxy group, tert-putoxyl group, and 
isobentyloxy group, etc. 

Moreover, the one which has substituted its optional position 
of the above mentioned low alkoxy group with a phenyl group is used 

as the phenyl low alkoxy group . For exat^le, there is a benxyloxy 
group, phenetyloxy group and 3 -phenyl bentyloxy group, etc. 

An acetyl oxy group, propionyloxy group, butyloxy group, 
valeryloxy group, etc. is used as the alkannyloyy grnnp 

A compound having a phosphoric acid residue in a phenyl group 
among the confounds indicated in the general formula: (I) in this 
invention's compounds can be formed of salts. These salts are the 
salt with an alkali metal, (e.g., lithium, sodium, potassium, 
etc.), the salt with an alkali earth metal, (e.g., magnesium, 
potassium, etc.) and the salt: with basic amino acid (e.g., lysine, 
arginine, etc . ) . 

A new coir£>ound indicated by the following general formulas 
(Ila) - (Ilf ) : 
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OH 



O 

HO. I 



(n-o 

CUb) 

(nr.) 

Oft) 
CIJ«) 

010 



exist in the alkyl benzene derivative indicated by the general 
formula (I) . 

(In the formulas, R'means an alkyl group having 5 to 13 and 15 to 
25 carbons. R* and R* mean the same or a different low alkoxy 
group. R^means an alkyl group having 10 to 25 carbons. R? means 
a phenyl low alkoxy group. R'* means an alkyl group having 17 to 25 
carbons. R'means an alkyl group having io to 25 carbons. R'* means 
either a hydrogen atom or a hydroxy 1 group . ) 

Here, the one which has removed an alkyl group having fewer 
than 14 carbons from the alkyl grg^pp, having 5 to 25 carbons in 
the general formula (I) is used as the alkyl group having 5 to 13 
and 15 to 25 carbons. The one which has removed an alkyl group 



having fewer than 9 cartoons from the alkvl group s having 5 to 25 
cartons is used as the alkvl c-m, r having 10 to 25 carbons. 
Moreover, the one which has removed an alkyl group having fewer 
than 16 carbons from the alkvl groups having 5 to 25 carbons is 
used as the alky! group having 17 to 25 carbons. 
Means for Prppargrton ; 

The alkylbenzene derivative indicated in the general formulas 
(Ila) - (Iif) in Claim 2 of this invention can be produced by a 
method indicated by the following reaction formula. 
[First Means for preparation:] 



* (II»0 fH»> 



(In the formula, X means a halogen atom.) 

The compound indicated in the general formula: (iia) can be 
obtained by reacting a Grignard reagent [which is indicated by the 
general formula: (III)] with an aldehyde compound [which is 
indicated by the general formula: <Ii ajt ) ] . A chlorine atom, 
bromine atom and iodine atom, etc. are used as the halogen atom in 
the Grignard reagent indicated by the general formula (III) . 

The reaction temperature is set under cooling to a heat -reflux 
condition. A diethyl ether is also commonly used as the reaction 
solvent. However, if needed, a benzene, toluene and xylene, etc. 
are usable as a high-boiling point solvent. 
[Second Means for Preparation:] 
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l~ (lib.) 



(no 



ft* u z x 

GV) 



<nti) Giro 

OH 



Eacn of tne compounds indicated in general formulas (lib), 
(lie) and (lid) can be obtained by reacting the Grignard reagent 
indicated by the general formula: (IV) with an aldehyde compound 
indicated in general formula (lib, ) , (IIC/ ) and (lid/ ). 
The condition mentioned in the First Means for Preparation is 
suitably adapted to the reaction condition of Second Means for 
Preparation . 

[Third Means for Preparation:] 

*w ?» Reduction ^ >^ 

R (U.O -!__^ } 
The confound indicated in the general formula: (lie) can be 
obtained by reducing am alcohol compound indicated in the general 
formula (lie ) . A contact reduction which uses a catalyst, [e.g., 
platinum, platinum black, paradium- carbon (Pd-C) , Raney nickel, 
etc] is commonly used for the reduction. The reaction solvent is 
an ethyl acetate, tetrahydrofuran, ether, dioxane, benzene, etc. 
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[Fourth Means for Preparation:] 

o 

HOvl 

(nr.) " (no 



This means for preparation is a method for producing a 
phosphoric acid compound indicated in the general formula (Iif ) 
More specifically, this means is conducted by reacting a 
phosphorylation agent, ( e.g., a phosphorous) to the phenol 
compound indicated in general formula: (Iif/) under the existence 
of a base, (e.g., pyridine, triethyl amine, diethyl aniline, 
dimethyl aniline, etc.) or under oxy-salt. 

A dichloromethane, dicnloroethane , chloroform, benzene, 
toluene, etc. are used as the reaction solvent. The reaction 
temperature is under cooling or room temperature. 

The compound of (Ha) - (iif) which has produced the 
abovementioned means is refined, as is, in a liberation condition 
or is singly refined as its salt. The salt can be made by affixing 
to a commonly used salt -making reaction. 

The single refinement is conducted by adopting a common 
chemical operation (e.g., various chromatography, etc.). 
Effect of r.hP Invention • 

The active ingredient of this invention is valuable as the 
medicine for the treatment of infectious disease, kaposhi (phonetic 
transliteration) sarcomatosis and (AIDS). (e.g., Pneumocystis 
carinii pneumonia, etc) because it has a reverse transcriptase 
(RTase) inhibition action. 
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More specifically in a case of an RNA virus, commonly a one or 
two-chain RNA has been used as a genetic substance. Among this RNA 
virus group, there is a one virus group which is indispensably 
synthesized by a complementary DNA from RNA by RTase in its life 
cycle. It has also been confirmed that these viruses are assembled 
in the gene of an animal cell with a DNA condition. This RNA 
which has been inserted in the animal cell's gene has is considered 
to highly reveal its neighboring gene by the deficiency of the gene 
of the host (animal cell) . 

The active ingredient of tliis invention is considered to be 
able to control the propagation of a virus, i.e., the insertion of 
a virus gene to a gene of the host (animal cell) by singularly 
inhibiting RTase which mutually exists in the gene of these 
viruses . 

A pharmaceutical action of the confound of the general formula 
(I) , which is the active ingredient of this invention, is indicated 
with the measurement means in the following Testing Example 1. 
Testing Example 1: 

Measurement of Reverse Transcriptase Inhibitahion Acf.iv^y 

RTase inhabitation activity is measured by the following 
method according to the cited method in the Journal of Biological 
Chemistry 262 2187, (1987) . 

More specifically, the entire solution amount is made into 100 
\xj by adding this invention's compound to a reaction solution 
[which consists of 80 raM tris buffer solution (pH 8) , 6 mM 
magnesium chloride, 80 mM potassium chloride, 10 mM dithioslate 
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(phonetic transliteration), 20 ug/ml polyadenilic acid, 0.02 xx/^J 
oligodioxy thymidine, 20uM trithiuin labelled dioxy thymidine- 
triphosphate and the RTase of tori Jcotsuzui gakyu-sno virus 

(phonetic transliteration)] with various densities. After this 
reaction solution is incubated for 40 minutes at 37 *c, an ice- 
cooled 10% trichloroacetate is added. The reaction is then 
stopped. 

This reaction solution is filtered with a glass filter 
(Wattroaa GF/C) , washed with 10% trichloroacetate and ethanol and 
measured with a liquid scintillation counter after the glass filter 
is dried . 

The IC^ of RTase of this invention's active ingredient 
measured by the abovementioned method is shown in Table 1. 

Table 1; — RTase Inhihitation Acr.iviry 
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(1) - - - compound number 

(2) * . . construction formula 
{ 3 ) . . . example 1 

(4) „ . . example 2 

(5) . . . example 3 

(6) . . . example 4 

(7) . . . example S 

(8) ... example 6 

(9) ... exaiqple 7 

(10) , . example 8 



The compound (I) which is the active ingredient or its salt of 
this invention is used, as is, or as a pharmaceutical composition 
made by mixing with a carrier [which is a publicly known 
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pharmaceutical^ permit table carrier] and an excipient . It can be 
administered either orally (e.g., tablet, capsule, powder, etc.) 
and non-orally (e.g., injection, syrup, ointment, suppository, 
etc.) . 

The administered amount differs depending on the administered 
subject, the administration route and the condition of the patient. 
In the case of oral administration/ commonly 1 - l,000mg is taken 
daily for an adult, preferably 10 - SOOrag. It is administered by 
division into 2 to 4 times each day. 
[Examples] 

More details of this invention are explained by the following 
examples. 

Examples 1-9 are manufacturing examples of new compounds of 
general formulas (Ila) to (II£) among the compounds of general 
formula (I) - 

Reference Examples 1-3 also explain an example of 
manufacturing publicly known compounds (compound numbers l - 3 in 
Table 1) among the compounds indicated in general formula (I) . 

(mp) , (MS), ( H-NMR) and (IR> which are cited in Reference 
Examples and Examples mean a fusing point, a mass spectrum, a 
nuclear magnetic resonance spectrum, and an infrared ray absorption 
spectrum, respectively . 
Rfifprftnce Example JL:. 

en-en 

k fl ~ 
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1) A mixture of 12. 2g of o-hydroxy benzoaldehyde, 10.35g of 
potassium carbonate, tetrabutyi ammonium bromide catalyst amount, 
15. 4g of benzil bromide and 200 ml of methyl ethyl ketone is heat- 
refluxed for 5 hours. Afterward it is cooled, water-washed and 
cleaned with a 0>5N-sodium hydroxide aqueous solution and water. 
When an organic layer is condensated under a decreased pressure, 
20.3g of o-benziloxy benzoaldehyde are obtained as a pale brown 
oily substance. 

2) 4.12g of tetradecyl bromide are dbropped while warming a mixture 
of 0.36g of metal magnesium and 20ml of ether. After the 
completion of dropping, it is heat -re fluxed for 4 hours. 50 ml of 
ether solution of 2.l2g o-benzyloxy benzoaldehyde are dropped to 
the result while warm- stirring. After it is heat-ref luxed for 3-5 
hours, the reaction solution is trans -dissolved into ice water. An 
ether layer is then cleaned with the order of 2n- sulphuric acid, 5fc 
sodium hydrocarbon aqueous solution. After the organic layer is 
condensated under a decreased pressure, a residue is eluted with 
a silica gel column chromatography [silica gel 120 ml: elusion 
solution n-hexane-aceton (30:1)] . When an objective fraction is 
gathered and condensated. 1.8g of o-benziloxy-df -tetradecyl benzene 
methanol are obtained as a precipitation. 

mp : 42 - 43 *t 

MS : 392 M/Z (M -18) 

'H-NMRCCDCJ.) : 6.8-7.5 (9 H). 5.10(2* . >, 
4.92 ( I H, Q, 2.S-1.Q ( 2 6 H ), 0.8 S ( 3H, t) 



IS 



Reference Bvample 2: 



1) A mixture of 3.84g of 2, 5-diraethoxy- a< -tetradecyl benzene 
methanol obtained in Example 2, which will be cited later, 50 ml of 
ethyl acetate, the concentration sulphuric acid of catalyst amount 
and 1.9g of 10% paradium- carbon is stirred for 2 hours under a 
hydrogen atmosphere. After the reaction has been completed, it is 
filtered. The filtrate is water-washed and condensated under a 
decreased pressure. When the deposited precipitation is re- 
crystallized from n-hexane, 3.1g of white crystal of 2 .5-dimethoxy 
pentadecyl benzene are obtained. 

2) i.8g of 2, 5-dimethcocy pentadecyl benzene obtained in 1) above 
are suspended in 20 ml of 48% hydroxy bromide and 20 ml of acetic 
acid and heat-refluxed for 23 hours. After the reaction solution 
is condensated under a decreased pressure, the remainder is 
dissolved in an ethyl acetate and water-washed. When the ethyl 
acetate layer is condensated under a decreased pressure, a 
yellowish precipitation is deposited. After, the precipitation is 
filtered, it is recrystallized from an ethylene chloride-n-hexane . 
470 mg of 2 , 5-dihydroxy pentadecyl benzene are obtained. 

mp : 101 - 104 °C 
MS : 320 M/Z (M) 

•H-NMK( CDC1. ) : 6.4— 6.7CSH5. 2.5 4(2K, O. 
1.0—1.8 ( Z6H), 0.9 0 (3H, t) 

I 
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Reference Example i . 

_oz, 

1.6g of o-benzyloxy-<* -tetradecyl benzene methanol obtained in 
Reference Example 1 are dissolved in 50 ml of ethyl acetate. l.ig 
of the condensed sulphuric acid of catalyst amount and 10% of 
paradium- carbon are added and reacted for 2 hours under a hydrogen 
atmosphere. After the reaction solution is filtered and the 
filtrate is water-washed, it is condensated under a decreased 
pressure. Condensation solution is eluted with benzene by a silica 
gel chromatography. The objective fraction is gathered and 
condensed, dried and solidified under a decreased pressure. 370 mg 
of white crystal of o-pentaqdecyl phenol are obtained. 

mp .: 42 0 44 *C 

MS : 304 M/Z (M) 

•K-HMR <CDC1.) : 6.6— 7.2 C 4 H;, 2.S 8 ( 2 H, t ). 
2.4— 1.0(2flK), 0:88 (3H, t) 



1) 12. 2g of p-hydroxy benzaldehyde are dissolved in 200 ml of 
methyl ethylketone . 10 . 35g of potassium carbonate, 15 . 4 ^ of 
tetrabutyl ammonium bromide and benzile bromide of catalyst amount 
are added to the resultant solution and heat-ref luxed overnight. 
Afterward it is cooled, water-washed and cleaned with a 0.5 N 
sodium hydroxide aqueous solution. When the organic layer is 
condensated under a decreased pressure, a crystal is deposited. 
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when this crystal is filtered and dried, 16. 8g of p-benzile 
aldehyde are obtained. 

2) 0.36g of metal magnesium is added to 20 ml of ether and 4.16 g 
of tetradecyl bromide axe added to them while stirring. It then is 
heat-refluxed for 3 hours. After the reaction is completed, it is 
trans -dissolved into ice water and cleaned in order of of 3N- 
sulphuric acid, 5* sodium hydrocarbon aqueous solution and water. 
When the organic layer is condensated, a precipitation is 
deposited. After this crystal is filtered and dried, p-benzile 
oxy- -tetra decyl benzene methanol is obtained, 
mp : 55 - 57°C 

MS : 410 m/z (M) , 392 m/z(M-l8) Jf^O 

•H-HMR (CDCI,) : 6.8— 7.6 (90), 5.0 8 (2H. a ). CT-OH 

4.6 (1H. t\ M-1-8(26R). 0.00 (3H t) ^" a - 



CH.O 



CH-OS 



5 . 7g of tetradecyl bromide are dropped into a mixture of 0 . 49g 
metal magnesium and 20 ml ether under warm conditions. After che 
dropping is completed, it is heat-ref luaced for 4 hours. 30 ml of 
ether solution of 2.66g 2 . 5 -dimethoxy benzaldehyde are dropped in 
the result under warm conditions. After the dropping is completed, 
it is heat-refluxed for 3 hours. After it is cooled and trans- 
dissolved into ice water, the ether layer is cleaned in the order 
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of 3N-sulphuric acid, 5% sodium hydrocarbon aqueous solution and 
water. The ether layer is then condensated, and the deposited 
precipitation is filtrated and cleaned with a cold hexane. 4.27 g 
o£ 2 . 5-dimethoxy- Of -tetradecyl benzene methanol are obtained, 
mp : 54 - 56 *C 

MS : 364 ra/z(M}, 346 m/z(M-18) 

_ 3 ' 9 C6H) f 2.6-1.0 C26H). 0.9 C3H> 




5,56 g of tetradecyl bromide are added to a mixture of 0.49g 
metal magnesium and 20 ml of ether under a. warm and stirring 
conditions. After it is heat-ref luxed for 4 hours, 50 ml of ether 
solution of 2.2g 2 , 4-dimethoxy benzaldehyde are added to the result 
while warming. After 3 hours reaction is completed, it is treated 
in the same manner as in Example 2 . 4.5 g of white precipitation 
of 2, 4-dimethoxy - C( - tetradecyl benzene methanol are obtained. 

mp : 69 - 70 *C 

MS : 364 m/z(M), 346 ra/z(M-l8) 

'H-NMRCCDO,) ; 7;2*(1H). 6.4 S < 2H). ..4#:( 1H). 
3J1(6H). 2.5 — 1.0 < 26 H ). 0.9 (3 H) 
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Example 4 : 



t 

50 ml of ether solution of 4.42 g of decyl bromide are added 
to a mixture of 0.49g metal magnesium and 20 ml ether under warm 
conditions. After it is heat- re fluxed for 3 hours, the resultant 
solution is trans -dissolved into ice water. The ether layer is 
cleaned in the order of 3N- sulphuric acid, 5% sodium hydrocarbon 
aqueous solution and water. When the result is condensated under 
a decreased pressure, 4*47 g of white precipitation of 3,5- 
dimethoxy - C{ - decyl benzene methanol are obtained . 

mp : 32 *C 

MS : 308 m/z(M) 

•H-NMR CCDC> 3 ) ; 6.3 —6.6 (3K), 4,5 3.3 C6H). 

1.0-2.2 (18H). 0.9 (3H t) 



Example 5: 

<?H-OH 



A consistent transparent liquid of 3 , 5-dimethoxy - o< - hexyl 
benzene methanol is obtained by conducting the same method as in 
Example 4 . 

MS : 252m/z(M) 

>H-NMR(CDCl a ) ; 6.3— 6.7C3H). 4.6 ( I K). 3-S (6HX 
2.1 — 1.1 (10H). 0.0 (3K. t) 
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BxamnlP £ - 

CM -OH 

I 

A 3,5-dimethoicy -£T - octadecyl benzene methanol is obtained by 
conducting the same method as in Example 4 . 
mp : 68 - 67 *C 
MS ; 420 m/z(M) 

'H-NMR (CDC1,) : 6.2-«.6(3H), 4.6 ( 1 K), 
3.8 (6H>, Z.I~1.0(34H), 0.9 0 C 3 H F t ) 



Example 7; 



4g of 3,5-diraethoxy -o( - octadecyl benzene methanol obtained 
in the Example 6 are suspended in 170 ml of ethyl acetate. l.8g of 
condensed sulphuric acid and X50% paradiura of catalyst amount are 
added to the result. It is then stirred for 2 hours under a 
hydrogen atmosphere. The resultant solution is filtrated. The 
filtration is water-washed and condensated under a decreased 
pressure. The condensated solution is applied to a silica gel 
chromatography. When an objective fraction is gathered and 

condensated by eluting with benzene - n - hexane (5 : 1) , 810 mg 
of white precipitation of 3 , 5-dimethoxy nonadecyl benzene are 
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obtained . 

mp : 59 - 60 °C 
MS : 404 m/z(M) 

'K- NMRCCDCl,) : 6.2-6.S(3R). 3.8<6.R). 

2.58<2H, t). 2.1-l.fl(3iH), O.fl ( 3 H, t ) 



Example 8: 

O-P0»H. 

304 rag of m-pentadecyl phenol are dissolved in S ml of 
methylene chloride and 101 trig of triethyl amine, and 460 mg of oxy 
phosphorous chloride are added to them and stirred for 2 hours at 
room temperature. Its resultant solution is separated, and the 
methylene chloride layer is water- washed. The organic layer is 
condensated under a decreased pressure. The condensated solution 
is applied to a silicagel (Merc Co.) column chromatography. The 
result is eluted with chloroform then a chloroform methanol (10 : 
1) . When the objective fraction is gathered and condensated, a 
pastel yellow lump of m-pentadecyl phenol phosphoric acid is 
obtained . 

XR(KBr) : 1060 crrf ' 

m"s(F*B): 383 m/i(M-l) C mi H„ PO* C 3 84 3 
•H--NMB£CD,0D> ; 6.*~7.4(4.K), 

- OAS C3H) 
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Exatytplg ?; 



160 mg of 5-pentadecyl resorcine are dissolved in a mixture of 
2 ml oxy phosphorus chloride and 9 mg of water. The result is 
reacted for 4 days an room temperature and trans -dissolved into 10 
ml of ice water. After it is adjusted to ph 8.5 with a sodium 
carbonate, it is extracted twice with 50 ml of ethyl acetate. 
After the water layer is adjusted to pHl.55 with hydrochloric acid, 
it is extracted twice with 50 ml of butanol . 

The butanol layer is water-washed and condensated under a decreased 
pressure. Water is added to the condensated solution and its pH is 
adjusted to pH 7.0 by using a sodium hydrocarbon aqueous solution. 
It is then freeze -dried. A pale yellow powder is applied to a 
dimethyl cillyl silicagel column. It is eluted with a chloroform 
then with a chloroform methanol (10 : 1) . The objective fraction 
is gathered and condensated. 51 mg of white powder of 5-pentadecyl 
resorcine monosodium phosphate are obtained. 

Ift(KBr) : 1100 cm"' 

WS (FAB) : 421 m/x C„ JT M 0, PN* C 4 22 } 

•h-NMRCd^O-CDjOD) t 6.1-6.7C3H). 

Z4S(2H), 1.0-U(26H). 

0.9 5 <:&H ) 



Prescription Example ; 

[Formulation Example 1: Tablet] 
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Example 3's compound 25 mg 

Starch 220 mg 

Magnesium stearate S mg 

Total weight 250 mg 

The above composition mixture is made into tablet form by a 
commonly used method. 

[Formulation Example 2: Capsule] 
Example 3's compound 20 mg 

Crystal cellulose 80 mg 

Total weight 100 mg 

Both are mixed and made into powder. 100 mg of this powder 
are filled in No. 5 hard gelatin capsule and capsule is made. 



Patent Applicant: Yaraanouchi SeiyaJcu KK 

j 
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Abstract of JP2101036 

PURPOSETo obtain a reverse transcriptase inhibitor which 
can inhibit the proliferation of retrovirus and the cells infected 
therewith, by using, as an active ingredient, an alkylbenzene R 3 ^-— * 
derivative a part of which is novel such as o- peroxy-alpha- ^ u _ t> i 

tetradecylbenzene methanol or its salt. R4 J * / H ^ 

CONSTITUTIONThe subject reverse transcriptase inhibitor 
which can inhibit the proliferation of retrovirus and the cells 
infected with the virus and is used as a therapeutic agent for 
the diseases caused by the virus, is obtained by using, as an 
active ingredient, an alkylbenzene derivative of formula I 
(R<1> is alkyl; R<2> is H, OH, R<3>, R<4> are H, OH, 
alkoxy, phenylalkoxy, one of them is a group other than H) or 
its salt [the compounds of formula II (R<5> is alkyl; R<6>, 
R<7> are alkoxy) and the compound of formula III (R<8> is 
alkyl) are novel]. The novel compound of formula II is 

prepared, e.g., by reaction of an aldehyde of formula IV with /"\ ' ID 

a Grignard reagent. v ^ ^ rt n * 
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*-x^Sfc30aifc;to®T$T-r*o ftT&7& 
3 ^raUDffefi^i- *. fczkfcfegL. x- 
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Kt£&*FmLfr<Q%G^*Vy-X:fttl>L2.S - 
Y^y-a-^Yyry^ *< y * y / j s - 
^ 4.27 g # * „ 
mp I 5 4 — 5 6 *C 

MS ; 3 6 4 m/t(M), 3 4 6 m/«(M-l8) 
'H-NMR ( CDCJ j ) J 6.6-7.0 (3H). 4.8(1H), 
3.9 (6H). 2.6-1.0 (26H). 0.9 (3H) 

# mm 3. 

OCH, 

CH-OH 
C 14 Hib 

41^/*'/^ i 0,49g, x - -f ^ 20niO H 
h 7 ? y *> 7' o * K 5.5 6 g in® HtftT 

* > Y * y y X7 » ? \l Y 2.2 g O x-- x a- ?g 
ft 5 0 &Q flg L fc 2D *. * . 3 1$ |HJ £fc . 

W2tPj«K»at2.4-^ / h*y-a-?Y 
? t y » -<y*y /*s-A'<o&&ttm 4.5 g* 



mp I 6 9 — 70 

MS ; 364 m/i(M). 3 4 6 m/i(M-18) 
'H-NMR(CDCl s ) ; 7.2 (1H), 6.4 5 (2H). 4.8 (1H). 
3.8 (6H). 2.5 -1.0 (26H), 0.9 (3H) 

H ffi 0!J 4. 

CH,0^s^OCH a 

CH-OH 
I 

c io H n 

4l';*'/no.49g, x-x/u20mZOS 
^ ^ . Jto®T 7 r ^^7 P D^^|.' 4 42gOa:- 
^A,fgft 5 0mZfcjta;t*o 3S$Mftlf*£ftf* 3.5 
- O h * * ^^XT^rt K 2.7 g © x - ? jl, 

mm io»j* mi. * . 4 i$ raunsftsffig. sr^^ 

*k*Kt5*§L, x - x >^/g & 3 N-R S . 5%&® 

* s y y f^*e«*"c/ig^effe^t/c». & £ 

fttt-fftfcs.s-t'j' h * ^ a - r >a. >- 
x>^-^oafefl:K4.47gi#6 0 

rap ; 32t 

MS ; 3 0 8 m/i(M) 
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ftm* 2-101036(9) 



'H— NMR ( CDC) 3 ) ; 6.3 -6.6 (3H), 4.5 (1H), 3.8 (6H). 
1.0 - 2.2 ( 18H). 0.9 C 3 H. t ) 



Stttfl 6. 



CH 3 Oy^Y°CH a 

CH-OH 
C.H„ 



4 t wmtsii5m~e . 3 . 5 - *> / y * * - 

* % 0 

MS ; 25 2 ro/i (M) 

'H-NMR(CDCU) ; 6.3-6.7 ( 3 H ), 4.6 ( 1 H ). 3.8 (6H). 
2.1 - 1.1 (10H). 0.9 (3H, t) 



CH,0^j,OCH, 

CH-OH 
I 

CuHn 



* f 7 -y a* « y * y /fiS-A'*mZ> 0 
m P : 68-67° 
MS : 4 20 m/z (M) 

1 H — NMR (CDCls ) : 6.2 -6.6 (3H), 4.6 (lH), 
3.8 (6H), 2.1-1.0(3 4H), 0.90 (3H, t) 



nmn 7. 



CH.O^s^OCH, 
C,.H» 



B im b titc 2,5 - *S / y * -y - a - * 
? * 7 s y * v -tr y / fi s - a< 4 g % & & * 3- * 

17 omiK mm l , mt&&<omm&Rv 10 %'< 7 

l.BgfcjD*.. 7kfc£H^T, .2 
W £ # -f * 0 £ ft * F i® t , Ftt**ftLfcO 



-31 • 



-32- 



, & e « & i~ * 0 as?^vjn^^^ 

^774-K#;-f6 0 -^x-tfx - + 

5 : 1 )-e*BL, 1 6 i: , 

3,5~v>> Y * y y^f A-<y^y <0 fifeitK 

8 1 0 mg * 0 

m p : 5 9 - 60° 
MS : 404 m/z (M) 

' H — NMR (CDCI3) : 6.2-6.5(3H), 3.8(6H), 

2.58(2H f t), 2.1-1.0(34H), 0.9(3H, t) 

% MM 8 

9-PO a H, 

m - ^ S # T -S ^ 7*/-A'304ing^>^-^V 
* a t) V S ml K f& & L , h 'I if ^7i> 101B? 
At>'^-^^ffi<kfl5 460iTB^jD£ f iit'^5i«# 

t6o ft ^ T; * 3 in x , gfi-02BSMJJtJ*-T 

*ftt4. ^«t®^^Ea«t6c » IS ft * > 
-33- 



f A'ftiJlfcy !) *^*( > A- * ft ) * 7 

A^a-^h^97^-tC^t, ^ o a * a & V* 

t#oD**A-^;-*(io : l ) -e * Hi 1" 
* 0 "§«ffi#***!>««V*£. m - v ^ r 

I R (KBr) : 1 0 60 cm"' 

MS (FAB): 383m/z(M-l) C„ H„ P0 4 C 3 8 4 ] 
«H-NMR(CD 3 OD) : 6.9-7.4 ( 4 H), 

2.6 3 (2H) t 1.8-2.10(26H), 

0.9 5 ( 3 H ) 

Hffifil 9. 

H0 ^r°" p0,HN * 

5 - y f 7* y a- fi/A-c/^ieonsfc**^ 

<b^2mi&t>'*9mgOS^%)ilf§S?t^ 0 

4 0 £ 15 ft . ?K * 1 0 mi <£ @ L , J> - V X P H 

*«4r«lKtJpHi.S5teM»Lfc« f 7" * / - a 
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#§B¥ 2-101036(10) 



50 ml X' 2 0 fij ffi -f * 0 7* ^ / - ^/B^tK^^, & 

Eftets, ««*ifc#*jn*., & & * * * h y 

* a * B « "C" pH 7.0 IC B ft L O , $ £ & & 1" 

^^/-w(io:i)fgffi-f ; S>o § ® # * & 
, s-^v^rv'A- v y /u y # 

# * y * h ij n^afe^suHi. 

I R(KBr) : 3 10 0 cm"' 

MS (FAB): 4 21 m/z (M-j), C tI H M 0 B PNa C 4 2 2 } 
'H-NMRCDjO-CDjOD) : 6.1-6.7(3H), 

2.45(2H), 1.0-1.7(26H), 

0.95 ( 3H) 



I. £ *J 
^ % #J 3 <0 fk # & 



2 5 n« 
2 2 0 «ng 
5 n« 
250 



8$ #J #3 2. ii 7 ju fifi 
% ft #J 3 CO ft £ ft 
' M ifa "t ^ d — ^ 



20 g 
80 g 
1 00 g 

CO 1 0 0 tag £ 5 



ft S A #B± f? ft A 

^f«± ft # « H 
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f m Mj E 

DflW6 3*FttFfIH*5 2 5 1 5299 
7> * * /u *0 > {*& * «ES3 

BE ffi 3ltff?IJ*JfeEa*tf}*inf2T0 3# 1 13 

n m m * 

4 . « a a 

& Z (9094) #«6± K » IB til <«*»1«) 
Tel. 960-51 il 

6 .• M)iE<oiJ>'fc 

WCTfJo; r 5EWo»«aa»Wj con 



( 1 ) EWCS! 1 f J. Autlblotlc 

sj fc * <0* r J. Antibiot IcsjtcW] 

(2) (€0 £fl 1 r Tct i r i heiironj t* 
5 03 £ r Te t r ahedronj t^?ffljE*fSo 

(3) (UJSB2 5K6fi<0 r /<>5»f->/l'j k*a«o« 

(4) nam 3 3H4\i<n r ; irfrtj t 
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